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Dear Dr. Feigelson
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During an inspection that concluded on March 11, 1997, Ms. Julia Johnson, an investigator
with the Food and Drug Administration (FDA), inspected the State University of New York
h
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A copy of the list of Inspectional Observations (FDA-483) left with Dr. Leonard Glas

ss
of the mspect:on is enclosed The deviations noted in our inspection include, but are not
limited to the following:

1. Failure to prepare detailed written procedures for conducting the review of
research, including periodic review. [21 CFR 56.108(a), (b), and 56,11 5(a)(6)]

The FDA investigator found the State University of New York Health Science Center at
Brooklyn Institutional Review Board lacks written procedures for. the following:

a. For the process of conducting its initial and continuing review of research and
for reporting its findings and actions to the mvestlcator and the institution.

b. For determining which projects need verification from sources other than the
investigator that no material changes have occurred since the previous IRB
review.

C. For ensuring prompt reporting to the IRB of changes in research activity.
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d. For ensuring prompt reporting to the IRB, and appropriate institutional officials,
and the Food and Drug Administration of the following:

.
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ii. Any instance of serious or continuihg noncompliance with these regulations
or the requirements or determinations of the IRB.

iii. Any suspension or termination of IRB approval.

2. Failure to require that information‘ given to subjects as part of informed consent is
in accordance with 50.25. [21 CFR 56.109(b)]

a. The informed consent form for study[ '_]amended on
6/15/96 lacks the following: '

i. A statement that clearly defines the expected duration of the subject’s
participation.

ii. A statement that significant new findings developed during the course of
research that may relate to the subjects’ willingness to continue
participation will be provided to the subject.

b. The informed consent form for study [_ _] lacks the following:

i. A statement that clearly defines the expected duration of the subject’s
participation.
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questions about research subjects’ rights. The consent form should
provide complete phone numbers and contact persons for various

categories of information that may become important to the subject at a
later date. The contact for research subjects’ rights ideally should be

cabdll Ll ol g A= e R e e Car Wi W

someone other than the clinical investigator and not associated with the
clinical study to encourage openness and good research practices.

¢. The consent forms for L__ |
E ] lack the following: ' —

i. A statement that clearly defines the expected duration of the subject’s
participation.

ii. A statement regarding whether or not the subjects will be hospitalized to
receive treatments.

iii. A statement that the subject wiii undergo CT, x-rays, or MRI scans.



-/

Page 3 - SUNY Brooklyn (Downstate), Health Science Center IRB

iv. A statement that defines how many treatments will be given, how often,
and over what period of time.

V. A statement to include parties in addition to the FDA with access to

questions about research subjects’ rights.

In addition to the deviations noted above, we would like to comment on the following
statements found in consent forms:

The first page of consent forms forE _1studies contain the statement, “. . .which
| completely understand to be as follows: . . . . " Use of the wording “l understand. . .”
may be inappropriate. The subjects may certify that they understand the statements in
the consent form and are satisfied with the explanation provided by the consent
process, but many may not comprehend the underlying scientific and medical
significance of ail the statements. For example, subjects may not compieteily
understand the nature of the study, the operations, procedures and investigational
drugs to be used, and/or the risks and benefits. Subjects are not in a position to judge
whether the information provided is complete and should not be required to certify such
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subject records. ‘
vi. A statement that clearly identifies whom to contact for answers to
The consent form for study[ :l contains the statement, “Your doctors feel that
your treatment on this study will give you at least as good a chance of controlling your
cancer as you might expect from other therapies.” The purpose for conducting the
study is to determine whether or not the study drug alone is comparable to
nephrectomy followed by study drug.

3. Failure to ensure that research is reviewed free from conflict of interest.

[21 CFR 56.107(e)]

Meeting minutes for 10/23/96 do not indicate that L jabstamed from voting
on]_ JL  lisamember of the IRB and clinical investigator for the
protocol. Meeting minutes should be in sufficient detail to document abstention from

! voting where conflict of interest exists.

4. Failure to ensure prompt reporting of changes in research activity to the IRB.
[21 CFR 56.108(a)(3)]

L _Jwere placed on clinical hold by CBER on 5/5/94.
These INDs consist of the studies conducted by [ Junder the IRB’s review.

[ ] an IRB member did not report his clinical hold to the IRB until 6/5/95.
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5. Failure to review proposed research at convened meetings at which a majority of

the members of the IRB are present, and include members with primary concerns
in scientific and nonscientific areas. [21 CFR 56.108(c)]

Meeting minutes reveal that a majority of members was not present at four convened
meetings and the nonscientific member was not present for one meeting where
research was reviewed and approved as follows:

a. Nine of 24 members were present at the 8/2/95 meeting. No member
representing the nonscientific community attended the meeting.

b. Eleven of 24 members were present at the 11/15/95 and 11/20/96 meetings.

C. Twelve of 26 members were present at the 12/20/95 meeting.

6. Failure to conduct continuing review of research at intervals appropriate to the

degree of risk, but not less than once per year. [21 CFR 56.109(e)]

Examples of studies which were not reviewed at least on an annual basis include the
following:

a. [ Jreceived initial approval on 5/15/91. [
submitted his first annual report late. The report was approved on 6/17/92. The
study was reviewed in June 1993 and June 1994. These annual reviews were
required to be completed prior to May 15", the anniversary date of the initial
approval.

b. )' 7was inactivated by a letter dated 2/27/97. F j
‘submitted only one annual report dated 1/11/91. There is no documentation
that the annual report was approved by the IRB. There is no documentation of .
additional annual reports by for the study.

C. There is no documentation that[ _Jsubmitted an annual report for study
_]until receipt of a letter from him dated 5/5/95. The letter informed the
ERB of the clinical hold. Annual review was required to be completed prior to

d. [ ]lnmally approved on 9/6/89 was reviewed by the IRB in October
during 1990, 1991, 1992, and 1993. We note that since 1993, the study
received annual review by the IRB during the month of September.
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7. Failure to fulfill requirements for expedited review. [21 CFR 56.110]

Records or meeting minutes show that the IRB used expedited review inappropriately

"
or “compassionate review,” not recognized by the FDA | to approve research. The

following are examples of protocols that lnvolve more than minimal risk and should
have recelved full IRB review: -

a. Meeting minutes for 9/18/96 show that studies _l: :lreceived
expedited review inappropriately. The studies involve the]use of [ ]

b. Meetmg minutes for 9/18/96 show that study| _Jreceived “compassionate
review.” The protocol is for treatment of | _

C. Meeting minutes for 6/21/95 show that study, :]received expedited review
for the use of[_ ,

d. ﬁ memorandum from the IRB Chairman dated 1/29/97 shows that study
“Jwas granted expedited review inappropriately for use in one subject.
The protocol is for treatment of [

The term “compassionate use” is often used to refer to the provision for use of
investigational drugs outside of an ongoing clinical trial to a limited number of subjects
who are desperately ill and for whom no standard alternative therapies are available.

»
The term “compassionate use” does not, however, appear in FDA or DHHS regulations.

The FDA human subjects regulations allow for a test article to be used in emergency
situations without prior IRB approval.

In emergency use situations, the IRB must either convene and give ‘full board’ approval
of the emergency use or, if the conditions of 21 CFR 56.102 (d) are met and itis not
possible to convene a quorum within the time available, the use may proceed without
any IRB approval. Prior notification of the IRB without full IRB review and approval of
the use of the test article is not to be interpreted as expedited approval for the
emergency use. Instead, the notification is to allow the IRB to ensure that full reporting
of the emergency use to the IRB occurs within five days of use. Further use of the test
article requires full IRB review and approval. Protocols termed “compassionate” receive
full board review prior to implementation unless circumstances warrant emergency use.

Page four of the “Application for Approval of Research Involving Human Subjects”
defines expedited review and “compassionate use.” Since FDA does not recognize the
term “compassionate we suggest that the IRB change the term on the form and

eliminate the “compassionate use” biock on page one of the appiication iisted under
“Type of Review.”
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The IRB should consider whether or not to define in the written procedures how to deal
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procedures in the written procedures.

8. Failure to notify the Food and Drug Admlmstratlon of termination of IRB approval
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IRB members and actions taken by the IRB. [21 CFR 56.115(a)(2)]

Failure to prepare minutes of IRB' meetings in sufficient detail to show voting by

a. Meeting minutes do not indicate the number of members voting for, against, and
abstaining for protocols that receive less than unanimous approval.

b. Meeting minutes for 6/21/95 indicate that discussion of | ' 3
L 7 were tabled until the next meeting due
to[_ ) ']absence Meeting minutes for 8/2/95, the subsequent meeting,

indicate no discussion or reference to the tabled protocols. Meeting minutes
should show a written summary of the discussion and resolution of controverted
issues.

The State University of New York Health Science Center at Brooklyn Institutional Review
Board was last inspected by CBER in August 1993. We note that items #2, 5, 6, and 9 of this
letter are items that were also noted in our letter to the IRB Chairman dated 1/13/94 regarding
the 1993 inspection. The IRB failed to correct noted deficiencies from the 1993 inspection as
promised.

The FDA investigator found the archived records of the IRB stored in boxes. Specific studies

. could not be easily identified because the former IRB secretary had no formal system of
~ recordkeeping according to the current IRB Administrator. Please explain how these

conditions wiii be improved.

Records from the FDA inspection of [ “Joy CBER in Aprii 1995 reveaied that [ ]
C Jfanled to conduct his studies according to the protocol. The IRB approved[_ |
original protocol using[_ “Jof the test articie. Four
additional protocols with increased risk to subjects were approved by the IRB relying on
information provided by | . One subject was administered the test article

jon 2/28/91 and 3/14/91 prior to IRB approval of [
on 5/15/91. Two afl —'cl |hlaf~fc were administerad tha tast ,-nnl' ..) -

AR | Tvww Vi IV o Qi llotc! cu u IC lGOL Gl LID(CL

rr'nethod not approved by the IRB. One subject received the first eight months of treatmllant [ ]

. These routes of administration were not

wd
Ilsted in the consent form mmally signed by the subject. Please explain how the IRB intends to
prevent similar occurrences in future studies that may conduct
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Hospital has a Multiple Project Assurance (MPA) document with DHHS/OPRR. The MPA

approved by the DHHS is a commitment to follow the DHHS regulation, but does not

necessarily meet the requirement for written procedures in 21 CFR 56.108—IRB functions and
nnpmhnnc There are emmf' cant differences between the DHHS regu ilations (45 CFR 48)
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the FDA regulations (21 CFR 50 and 56) which apply to research mvolvmg products regulated
by FDA. These differences are outlined on pages 123-124 of the FDA IRB Information Sheets

(copy enclosed). atio

We note that draft written standard operating procedures (SOPs) for the IRB are in
preparation. Please inform us of the expected time frames for completion of the document
and forward a copy to us for review. Your file will remain open until we receive a copy of your
finalized version of the SOPs, and they are deemed adequate. We enclose the “FDA IRB
Information Sheets” to assist you in implementing the changes necessary to bring the IRB into
compliance with applicable standards. Pages 136-143 of the enclosure provide a guide to
ensure that all required elements are included in your written procedures.

This letter is not intended to be an all-inclusive list of deficiencies with the IRB. The IRB is
responsible to adhere to each requirement of the law and relevant regulations.

Based upon the demonstrated deficiencies in organizational guidelines, operational
procedures, recordkeeping practices, the iack of improvement in a number of deficiencies
noted during the 1993 inspection and demonstrated difficulties in continuing review of an IRB
member’s studies, it appears that your procedures are inadequate to protect the rights and
welfare of human subjects of research. As described in section 56.120 of the regulations,
failure to make adequate corrections may resuit in reguiatory action being initiated by the Food
and Drug Administration. These actions include, but are not limited to, withholding approval of

new bLUUIeb, UIlelIUll ll|dl no new bUUijlb Ul‘: duueu lU UllgUng S[UUIES Iermlnauon Ol'
ongoing studies, and notification of State and Federal regulatory agencies.

Please notify this office in writing, within 15 working days of receipt of this letter, of the specific

steps you have taken or plan to take to bring the procedures of your Institutiona! Review Board |

into compliance with FDA requirements. If corrective action cannot be completed within 15

wnrkmn dnvc stata the time within which the corrections will be comnlatad
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Should you have any questions or comments about the ¢
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operation and responsibility of a review board, you may contact Debra Bower Consumer
Safety Officer, Bioresearch Monitoring, Division of Inspections and Surveillance, at (301)594-
1077.
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Your response should be sent to the Food and Drug Administration, Center for Biologics
Evaluation and Research, 1401 Rockville Pike, Rockville, Maryland 20852-1448, Attention:
James C. Simmons, HFM-600.

Sincerely,

James C. Simmons

Director

Office of Compliance

‘Center for Biologics Evaluation
and Research

Enclosures
FDA Form 483, List of Inspectional Observations
FDA Information Sheets (includes CFR Parts 50 and 56)
CBER letter to Leonard Glass, dated 1/13/94

cC:
John M. Allen
Vice President for Scientific Affairs
Office of Science Affairs
State University of New York
Health Science Center at Brooklyn
450 Clarkson Avenue
Brooklyn, New York 11203

Leonard Glass, M.D.

Chairman, Institutional Review Board
State University of New York

Health Science Center at Brooklyn
450 Clarkson Avenue

Brooklyn, New York 11203

Thomas Puglisi, Ph.D

National Institutes of Health

Office for Protection from Research Risks
Compliance Oversight Branch, MSC 7507
6100 Executive Boulevard, Suite 3801
Rockville, MD 20892-7507



